cardiomyocyte nuclei from newborn (i), adult healthy (j) and failing (k) murine hearts (n = 6 per group). Data are displayed as mean values ± s.e.m., n = 6. Fig. 4 : a, Schematic representation of the murine Atp2a2 gene and position of the primers used for pyrosequencing to assess CpG methylation (assays I-IV, for primers see Supplementary Tab. 6). b, Methylation of three CpGs (assay II) in Atp2a2 in healthy and failing adult cardiomyocytes (PCM1-positive nuclei) and non-myocytes (PCM1-negative nuclei) as compared with heart tissue (n = 3-4 samples per group). c, Average methylation of 4 CpGs (assay IV) upstream of Atp2a2 in healthy and failing adult cardiomyocytes (PCM1-positive nuclei) and non-myocytes (PCM1-negative nuclei) as compared with heart tissue (n = 3-4 samples per group, **P < 0.01, ANOVA, Bonferroni post hoc test). d, Fraction of cardiomyocyte nuclei in adult and failing hearts determined either by flow cytometry using PCM1 staining or by calculation of CpG methylation levels in cardiomyocytes, non-myocytes and cardiac tissue (average methylation of 11 CpGs using assays I-IV, n = 3-6). Data are shown as mean values ± s.e.m. Fig. 16 : Chronic cardiac pressure overload in mice after 3 weeks of transverse aortic constriction was assessed by echocardiography (a, representative M-mode tracings, vertical bar 2 mm, horizontal bar 200 msec) and led to reduced left ventricular ejection fraction, increased diastolic wall dimensions and chamber dilatation (b, n = 10-11), cardiac hypertrophy and pulmonary edema (c, n = 10-11), increased expression of brain natriuretic peptide (d, Nppb, n = 4-5) and increased cardiac fibrosis (Sirius red staining, bar 50 µm) and connective tissue growth factor (Ctgf) mRNA expression (e, n = 4-5). Data are shown as mean values ± s.e.m.; ***P < 0.001, **P < 0.01, Student's t-test. Cardiomyocyte-specific deletion of the Ezh2 gene led to increased gene expression in E12.5 heart or adult right heart (regulated genes FPKM > 1; > 1.5 fold; P < 0.05; n.d. not detectable, i.e. FPKM < 1 in all samples). Data are derived from published RNA-seq data sets 1, 2 .
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